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During the period of August 26 thro gn October 20, 1997, you were visited by Ms.
Nancy L. Rose, and Mr. Patrick V. Mcx,artny, lnvesngators from the Baltimore

se—e— a v

District Office of the Food and Ul'Ug Administration (FUA). The purpose of FDA's

lnspecuonal visit was to- determine whether your activities as an investigator for ‘
m investigatioriai device

compuea with appilicablie reguiations. This product is a device as that term is

o~ a2

defined in section 201 (h) of the Federai Food, Drug, and Cosmetic Act (the Act).

This inspection was conducted under a program designed to ensure that data and
information contained in applications for investigational Device Exemptions (IDE),
Premarket Approvais (PMA), and Premarket Notification [510(k)] submissions are -

- scientifically valid and accurate. Another objective of the program is to ensure that
" human subjects are protected from undue hazard or risk during the courseof the

scientific investigation.

e

"The requirements for investigational device studies, Title 21, Code of Fedéral
- Regulations (21 CFR) Part 812-Investigational Device Exemptions, Subpart E-

Responsibilities of Investigators and Subpart G-Records and Reports, and Section
520(g) of the Act, were used as guidance to audit your studies. The deviations that
were noted during the inspection were listed on Form FDA-483, “Inspectional
Observations,” which was presented to and discussed with you at the conclusxbn of

the inspection.
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sent to the Compliance Director, Baltimore District Office, which addressed each of

the inspectional observations (FDA-483). Based on our review of th
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an investigation entit ed @

A _ ., that was prospectlvely
approve by your departmental review commlttee That study differed

- from your reported studies in that it involved tests measuring the subject's
residual volume, hydrodensitometry, total body water involving
consumption of deuterium oxide and two blood tests, skinfold
measurements, and testing as related tod

Your subsequent written response to FDA-483 Items 5a and b provides
clarification that the investigation involved the use of th
. devices, and that only portions of the data from
devices were reported to FDA. Your response appears to explain-why
the protocol and consent documentation that were provided during the
inspection were not consistent with the reported studies.

In your written response to FDA-483 Item 2, you state that a revised
protocol was submitted tom ‘however, you did not provide any
supporting documentation of the revised protocol and correspondence
with your sponsor.

Please provide copies of the revised protocols for the two reported
studies and supporting documentation demonstrating that these-
two revised protocols had been prospectively approved by your
sponsor and an IRB in compliance with 21 CFR Part 56-Institutional -
Review Boards.

Further, you state in your written response to FDA-483 Item 2 that you
cansulted with the Department of Kinesiology representative:to the IRB,

‘who advised you that changes or revisions of e
protocol did not require a second IRB approval. The documentation that
you provided during the inspection, a “Human Subjects Proposal Sheet,”
dated February 4, 1996, indicates that youjjjjjij#device investigation -
was not submitted to the campus-wide Institutional Review Board (IRB)
for an initial approval, but that it was approved by the Department of
Kinesiology Committee for Research on Human Subijects.

Please provide a copy of a written charter and operation procedure,
or other documentation which shows that your institution, The
University of Maryland, has recognized the Department of
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quanuty or the aevice, the dates of its recelipt, and the batch number

disposed [21 CFR 812.1

or code mark; the names ot all persons who recetved, used, or
daisposed of each device; and, wny and how many units of the
device have been refurned to the sponsor, repaired, or otherwise
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d)

e)

- Charles 0. Dotson, Ph.D.

During the inspection you stated that you coulid identify theliiiiiiEae
device used in the submitted studies; however, records necessary for
determining the seriai number of the device used were not observed in
the records you provided for inspection. -

in your written response to FDA-483 item 1a, you state that for alil
measurements the seriai number of the specific device used was
recorded on each data sheet. The data sheets that were inspected do not
contain the serial numbers of the devices used; therefore, we must
conclude that the records described in your response letter may not have
been provided for inspection. :

Please provide copies of all data sheets showing serial ﬁumbe~r3 of
devices used for each subject’'s measurements, with an expianation
to indicate why the raw data sheets provided for inspection lacked
device serial numbers.

Records demonstrating that signatures appearing on informed
consent documents were obtained prior to participation in the
study, for subjects who are identified solely by numbers in the study -
records [21 CFR 812.140(a)(3)(i)].

During the inspection you stated that you could verify that each subject
signed an informed consent form; however, records that are necessary to -
conduct such verification were not among records you provided for
inspection.

In your written response to FDA-483 Item 6, you state that you can verify
every informed_consent by name and subject ID, by referring.to data
sheets for them The data sheets described in this response
for verification of consents were not previously provided dunnq the
inspection.

Please provide copies of all records relating to the investigation
described in your written response, including the records showing
consent verification.

Records documenting that pre-study health histories required for -
study entry or exclusion were obtained from each subject [21 CFR
812.140(a)(3)(ii)l.

During the inspection you denied that the health histories were -
documented; however, in your written response to FDA-483 Item 5a, you
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state that the screening health history questionnaires were compléted by
each subject and that these data collection forms were retained for the
SUNERBSEN. These forms were requested several times-during the
inspection; however, they were not provided to the FDA investigator.

Please provide copies of the records and data collection forms for
all subjects described in your response letter, including copies of
the pre-study health history screening questionnaires and data
collection forms for each of the subjects.

f) Records documenting exposure to the investigational device,
including the date and time of each subject's exposure to the devuce
[21 CFR 812.140(a)(3)(iii)].

During the inspection you indicated that these records were not
maintained; however, in your written response to FDA-483 ltem 5b you
state that you maintained records showing the dates of the subjects’
exposure to the devices. Also, in response to FDA-483 Item 1a you state
you maintained records documenting the serial number of the device
used for each measurement recorded on each subject’s data sheet. :
These records which are described in your responses appear to be study -

records relating to your investigation that may have not been provided for
inspection.

Please provide copies of all records for each subject, including
exposure to all devices that were used during the investigation.

g) The protocol, with documents showing the dates of and reasons for
each deviation from the protocol [21 CFR 812.140(a)(4)].. .-

See discussion above

un
R, orotocols fo

prospective protocols

er 2(a) You did not provide copiés ef:the

i’t 1e two submitted studies uunng the lnspé on.

Please provide copies of prospectlve (approvedl revised) protocols
referenced in your response, and documentation of deviations from

the approved protocois.

3. Investigator reports [812.150(a)]. An investigator is required to prepare
and submit a complete, accurate, and timely final report to the sponsor

mam s m o mm

of the study [812.150(a)(6)].
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- included two devices, thev

The fi nal | study reports that were submltted are entitled, «uiiaRNtne

8. and. NSRRI

JoamT e e “Busaens ’Mw‘m

In your wntten responsel you state that your stud _lwas entlt]gg , ]

" “Your letter indicates that the s'f"dy was planned and conducted
. with the view to insuring a high degree of both internal and external
validity.” In responding to FDA-483 Item 1a you explain, “... our.experiments’
and “We tested all
| were -

“

subjects with both devices, although only data from th
submitted to FDA."

T

These submitted reports are incomplete, because they do not state that your
study actually involved gathering data from the same subjects usmg-

device as a planned part of the study. Further, the reports do not reﬂect
that the dililkdata are excluded.

We note that your institution’s authorization of a human study proposal

: specifically identifies that both MMM devices are used for the

research. We therefore would exnec?; final study report showing the results -
obtained from-each test performed on each human subject and including all
devices used.

Inyour response to FDA-483 Item 5b. vou state that “Because data from the
ire irrelevant to the4 only-data from the #allillin

SRS .
iwere submitted to the agency.” A report of the complete study descnbed

ln your written response was not submltted to the agency for evaluatnom and a

complete set of the original study records were not sunnhed for FDA

LRIl ED bt el wbbdd

inspection. Without access to a comnlete studv repnort and access fg.;:.

suit a et 2Ny T Est & 2>

lnsnectlon and verification of all data and rpmrde. relating to this study, we

cannot verify the validity of your assertion that t_hpm;ja‘a are
“irrelevant.” - —

In the absence of adequate and complete study records and reports (as
indicated ahove) your study staff described to FDA investigators
experimental procedures and records that were maintained during the
study, which did not coincide with records and reports that were

provided for inspection, as follows:

a) Your study staff stated that severatiiiiitiing
s indi



Page 8 - Charles O. Dotson, Ph.D.

b)

" Your written response also states, “Appropriate information for the‘—‘

. submitted to FDA along with the other relevant data for the

_ mdewces on each subject. The staff described distinguishing

physical characteristics of devices used, which they termed as “older”
and “newer” models. The features they described involve different wand
configurations (housings of the UV emitters and receptors), keyboard
operation, and computer hook-up capability. In contrast with the
statements made to FDA by your staff, your statements during the

inspection and the study records provided for inspection showed only that
a uwas studied.

We have noted that:in your response letter you revealed that the study
involved more than.one device, and your response is consnstent wnth the
statements made by your staff. . - -

ywas transposed to a separate data sheet that was

" Please provide a description for further clarification of the
procedures that were followed for data handling for th
as opposed to the # during the study; and describe how,
and by whom, the decision was made to transpose the ata to
separate “raw data” sheets that were submitted to FDA. Who did

- the transposition of the data? Please provide a description and

copies of any notes or written instructions that were received or
given concerning this activity.

The FDA investigators requested that your provide all records relating to
your investigation for comparison with the submitted reports to assess
their accuracy and reliability. The data sheets that you provided during -
the inspection appear to contain the same information as the data sheets
supplied to FDA in a December 31, 1996, submission to the Cerfer’s
Office of Device Evaluation. However, your written response to-FDA-483
ltems 1a, 2, 4, 5, and 6, describes additional source records relating to
your investigation which you apparently did not supply for inspection.
Please note that 21 CFR 812.145(b) requires an investigator to
permit authorized FDA employees to inspect and copy all records
relating to an investigation.

Your study staff stated that subjects completed written health history
questionnaires which were given to you for review and retention. Your
report indicates that the pre-study health histories were obtained;
however, you stated during the inspection that health histories were taken
verbally by your staff without written documentation. We have noted
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that in your response to the FDA-483 you indicate that written health
questionnaires were obtained. Please expiain why you said, during

the inspection, that you did not obtain these records. As indicated

earlier in this letter, please provide copies of each of the subject's

history records.

c) Your study staff described procedures for using one type of“device
and explained that they recorded the subjects’ test results in handwriting.
However, there were no handwritten test results for subjects’ observed in
the study records that you supplied for inspection. Please provide your
explanation concerning this inconsistency and copies of the
records of those test results. :

d) Your study staff described instances in which the residual volume tests
were repeated for some subjects, and that there was a mechanical failure
of the testing apparatus. Repeat tests and apparatus failures are not
represented in your final reports. Records of repeat tests and apparatus
failures were not found with your study records that were inspected. We
have noted that your written response includes an explanation
concerning this inconsistency and we request that you provide us
copies of records of the events described.

Further, we received a report from the Baltimore District Office that, on January 23,
26, 27, and 29, 1998, Ms. Nancy L. Rose contacted your office to schedule a
second inspection. The purpose of the second inspection was to follow up on
December 15 1997, letter which referenced some of your study records that
apparently were not revealed to FDA during the initial inspection. On January 30,

1998, you telephoned Ms. Rose, who informed you of the purpose of the second
mqnpr‘hnn Hnwp\lpr you refused to agree to an insnection date and reauested

S LA LA A A TR AT RITm Y Qg s Qe PtV WALe & LU I

that she provide a wntten list of queries to you prior to scheduling a meetmg This
letter is not a list offered in response to your request forone. . .-

your

1 !nﬂnn 21 r‘FD 812 .145(h) estahlisha

ne k [=Tal \lﬁb I 6
4. 177U\V), COLGUIIOII <>

renié
wia OH IPUHIIIL
authorized FDA employees, at reasonable times and ina reas nable manner, to
inspect and copy all records relating to an investigation. Ms. Rose, in her official
capacity, contacted you to arrange a suitable time and place to mspect all records
related to youir! device investigation. You should be aware that any failure to
provide all reco rss reiated to the investigation for inspection significantly interferes
with, and causes delays in, the completion of FDA's inspection and data audits to

assess the accuracy and reliability of the submitted study reports.
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